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FIELD OF THE INVENTION 

BACKGROUND OF THE INVENTION 
T h fcf— tt&jff&^^T WV-=¥— #H^!4£>#i^ (multifactorial dise 
10 ases) £#x.£>*lTV^ 0 rtb^0^m«#< O^S5l^^mo^2>f^^ £ 

20 7^ — (Liang and Pardee) CioT 1992 (Science, 1992, 

257:967-971) 0 r " ^1' iot, 1 HJ^^+a^icOf-^^/^?:^ 

as igE mits salrkx # * >*wffi*9t. kz^ttv >sm%]^mmw&mifbft 

5 0 T Wvy V#||e«J IgE -?r^T WV^fc^ST WI^— £^©|E93 

XhZ> 0 L^Llfiaotlj:, i^-fbtrw^^llW* IgE «rttffit?# Sift 
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ft&*s*TJ*<OTU/)s?^\ZLtt1rZ>RJ&&in vitro -£WL&tZ> Zo 

r.*te>^w»-er±. A^^rw^— ats^iess»itH"5r i^tsss, hbbk: 

10 -S/StfS&tTl^^aijrrs:: ^T£5 0 JliL» IgE Utt, TWvy>MlgEO 

BjW-SfcStbTV^. £fc, M^<DS^^*tl^^^N°^Mt?fc^ ECP(eosinop 
hil cationic protein) lftAJft#©»f^^#oT3ft<SH4flS$*b5o -Hfe©^ 

«i*T?*5ttHH:ISe>tbrv^S. 

SUMMARY OF THE INVENTION 

30 ^Afcnati-sai^&iai^s s^t-s *5sw^ gote^ssm 

*58W#5>tt> IJEfcflfefcSih/fc r^3fc DD (Fluorescent DD)&J (T. Ito £>, 1994, F 
35 EBS Lett. 351: 231-236) <D^VR\Z.&'3% „ 1t$C<£> fc h ^ifiL^^P^L^l&jk^^a 
flaRNA-^^/V^^f-e^a DDV-X^A&MISUt 1 1-120489) c ^Lt 
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mx% 0^mi'^^x^m^^m^tir^m^^mir^^tt>x^n^ rh 

m*^^-riB?IJ T2250-01J <DWm\^f&?h Lfc 0 *^<— *#flf©*£:f^ NO 

R-l (MINOR) il^HttS^^— 77X$*ft©>f yfo y^T'fc5riWofc 0 
15 -^r-C\ NOR-l(MINOR)©^$tbTV>S^^y^E^IJ{CloV^r^^!l^ ; fTofc:tr: 

^-nmmt(Dmm^^x\im^^nx\^\ 

uxfe »? , nor-i mte*<D&m$mtefem®mkftMirz^mmm^b<Dk^£tb 
jfmm nor-i ae^©»3g*«rit« k-tz^ki-xy, r wv^-tt^i?r^s 

25 £fc, NOR-l^^fi^--^T>'^^T'fe!9^P fc 3y ^yK^ttft^Il^n 
h^&M^U ^(D^fem-TZZ. k Hi «9 NOR-I cDSte^M^/SSr^-f- 

5 k^x.hfi^>it^m(omm^^t^ 0 m^m^yw^^j >m^n^y 

UT,??? (PGA^J^ft:) X$> <9 „ NOR-I ^^(D^f^ U # > K"Tr&>6 RltM 

NOR-I -M^-T 5 r t ^§tlfc 0 

35 ktf*smx$>Z>^ k, &J:tF N PGA nor-i o y ^FftttWtfe^:^ 
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se>»^*5sw#e>tt, 77-7^7t7^f;wat), pga^^nor-i y#^ 

K*§^««^*H-6*^ftfliS:V5 ai/-fU , PGA i|f$;©v^^^ fcjfc #5 

NGR-i mfewzm&ffiwfzik&m, &5i^nor-i g^^-a-u te^H* 

* ttmm h \$, m&* CD30 C^ttSr h?£'|4£r t> o fc#C CD30 ^Lfr-e«l 

10 HS©7>f h-i ^fllStefxo/t £ r 5, ft*5|S(fijfiU8Flft**f -e N0R-1 ©Hl^lj^n 

X, N0R-iat^©3fcig£:±#$i*\ »lfc*^d3^5 Norl OT«E3t^©5SmS:ffil 

15 Sfcfc^W&IJNffcWU t h N0R-1 it^^T^^^yn^-^— ^ioT^mSI^ 
hy^v^ — v?^P*ttfctLt%>^h\Z.$i?&\,tL 0 N0R-1 

NOR-l t^^^^^I t LfcX W!^-H&0S&0>&2t#S5. 33 £ tfT WW 

25 (b) «##©#Ift^Jtefc:fctt5t&ffi^ 

C2] Jl^^^^^^Srx cDNA<^PCR^«toTS9^i-S, [1] ^fEfcO 

30 <^S#&, 

[4] NOR- lS*fr^^^HSr=i— YlrZtf))*? K*fett-t©ti 

[5] &<£>X@ (1) *3J:tf (2) £rg*N f^t^^Tfe (a) *fcfi 
35 (b) fcifE^jtfy^ v^K©»mw/ufc4-*.5ll^iSrttWi-S^ife. 
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(1) tib (a) (b) \^m<v#v u* i ?-h*%:&m.-rzmmzi%m\:& 

( a ) N O R - 1 SC& — Ki"5 ^ y ^ * K 

(b) NOR-i^^w^t^n- K-rssKy I'^K*:* h y 

(2) una (a) ifcfcH: (b) ^sa*o#y^^V'^K«>»s^A'«rSi^t-sx 

[7] ^oig (1) *5j;tf (2) Sr&t>, flffitt-aWTfa (a) 

(b) ^iB^^y 5?^ v^K^m^/w^^^^m-rs^fe, 
(a) nor- lfwy/^f^^-m^y^^ 

15 y h &^#r-e^-r :/ y *v x-f s # y ^ * K^ot, r h \£—fe&Mife<o 

(1) !^»4bJ2:«^>fk'&*Sra#-r6xm, *5<tt^ 

(2) ^»J^O0^^^^(t^fijlE (a) Sfcfi (b) ^|Ett<0#y^^ 
20 ^F^m^-SrS!J^i-6X@ 

Sr£ti\ buIB (a) SiltYt (b) KHBtt©#y W K©^V^Sr±#§t 

ztt&m&x ^ y -^^^fe, 

25 [9] (1) (2) Sr&tf, ilift^NOR - l^Wy 

(1) NOR- lS^flc^^^WSra— K-rSJte^^lSSifg^^, WsK— * 

£ d^ti^^^ ufc#5t^#-r s d n ASr-^tf mm*, ftteffifflbmm t . 

30 (2) ItfSE^— atfe^©?Stt«:Sl^t-*XjB 

35 [11] (1) ~ (3) Sr£tf. TWi^H^Af«ai©fc»<0«5*& 
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(1) nor- i&mfc*>s<?nbmfc4k&m*&teisikZTn 

( 2 ) n o r - 1 ^mfe? wmt&eo t <D^^^m^ir z x@ 

(3) nor - i nt&&ir%4k&y!)%m$i-tzj: : m 

Cl 2] (1) ~ (4) TW^-'|4^am^^fc*^« 

5 te-a^3&*^ y-~^-r6^?£, 

( 1 ) NO R - 1 g^fl^ f<?n-2Ltc\±m* ^/^fi©!J^ m-^^^te^p 
10 (2) itjfEM^^^^^M^iirSXm 

(4) m^m&%mk^&ik^*m$i-tz>zLn 

Cl 3] Cl 0] ~ Cl 2] ^v^-ftt^^l5«<?)^^ u^y»iaoT# 
15 Cl4] CIO] ~ [12] c^V^-f^^fS^^^ y ~^^^^(c:J;o-r# 

Cl 5] NOR- If tftoy K^tM^t Lttf t57 WW^-M 

20 [16] NO R - 1 Stft© !J K^, v'^ n 'O'f / yfi^tt 7 

$ tfy >i/>X*h 5 . C 1 5 ] ^|2«©T l//v=¥-tt^l^ii, 

v^A^ /PX^^^A,, 16, Zfn^&Jfy 15(R)-1 

25 2 , 17-^^^/l^ MJy^^P^^^^V 15-x^=¥i/-7Vl^ 12, 14-7°n 

[16] ^IB^OT WUdf— ' f^H^H, 

C18] NOR-l^©y^fyK^ »1 4~5 8 \Z.m,m&fotz^-?tlfr<D 
ik^mx*tb 5 , [15] MfE«<£>T Wl^— ' 
30 [19] TWl/^-ttM^7 ht°-MM-efc5s C13] — Cl8] 

C 2 0 ] TfE<D ( a ) * tz. It ( b ) {-fEifecO^ y 3*^ V(Dt^m^^^\^ 
tt£^m^£{£T£-£;fc f7^^y^#t h^a*)4»5>&5T wi"¥— & 

35 (a) NOR-lfWy/^f^n- K^S^y^ K 
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(b) NOR- l^^y/^f&a- Ki"5#y %2 vHrf-Vh* hVfi?*^ 

5 [2 1] h^^^-s^ft^^ / Mt)^-t?fe?> [2 0] ^|Eic<£> 

C2 2] «l^}t5NOR-lf^y/^f%ffitt{^ii:5ri:^i 

C2 3] [io] ~ [12] (D^-fM^wMv)*? v-=^>^um^^^xm 
mm^mm^^nu^^ [22] \z.^m<or^h—>^mm^. 

[2 4] «^0^»-e^S,. [2 2] £/cte [23] lzmm<DT7$h~~> 
[2 5] [10] ~ [12] (D^-f*Lfr\Z.WM<D*t !)-^y«iaot# 

[2 6] NOR-i^foD^fy K«:^r3&/ifc#fc br^TTST* 0 b — i/*m 

mm. 

[2 7] NOR-l^OJ^F^ ^n^T/yiMft^^n^ 

20 ^^7^ytfc5, [2 6] izmm<DTtf v—y^mMM, 

[2 8] i/^P^TyyiliSrft5^n^^^7^^ -^n^^y 

A 1N 16, T-n^^^^^v 5 ^ A 2N 15(R)-15-^ ^VV- ^ ^ ^ 

25 7° n ^ ^ ^ 7 f ^ > A 2 , 15-7^^-^ */-^ftV9 12, 14-^ a ^ ^ ^7 > *J > J 2 . 43 £ Xf 
8-4 y /n^^^y^^A^^^^iJ: Vm$i£ftZ>. [27] ^fSifecDT^ h 

[2 9] NOR-lS»y^K^ *1 4~5 8^mS$n/c:V^tl^ 

30 [3 0] Of^y^K^tf, NOR- 1 alfe^mfl^J. 

BRIEF DESCRIPTION OF THE DRAWINGS 

urns, r (m##-^i~7) (d, mmmtnmm^n^ 

35 j8 T^^-^^J; t^MELfc 2250-01^^,* (copy/ng RNA) ^^i-[21-efcSo 
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B2tt, mi&1&frh%teM\z&vxm^&<oft&irzB%<DWz*$vz>^ nor-i 

m 3 « N «t?>(aotii^fc nor-i %.mw<o v \?mm%k&m&m- 

/Ttitfe^o X\Z. NOR-1 tf^Sitfc^fcfj: y K$S"g^W£, Yfcl retinoic ac 
5 id X receptor (RXR) a (D^M^fcT&WA-ir&o -*L<b % NIH3T3 «(-5tis^ 

® 4 ft, NOR-1 g^ft^ y^ o ^«o*5t^m^^^-rniT'fc5o 

i5lt HI 3 (Di/^TJ* &m Wfc £ £ tf> prostaglandin A 2 4oefctF prostaglandin A 
! (D NOR-1 ^^g'ft'fbfEffl &^i1HT*&> 5 e 
10 meit, 7 7—^-^7 XT^fM^Si <9 . PGA W$MVf<D NOR-1 y # ^ KI£^i»W^' 
*fi-5^^ie^v-5 ^ l/- h Lfc, ^^TvM^ttS 15(R)-15-^ f;W7"n 
^^^i^ A 2 (15(R)-15-Methyl-Prostaglandin A 2 in gamma model) (D^Xh 

<5o 

S 7 ft, NOR-1 O LBD^^Mf*^ £5 prostaglandin A 2 <^3e^£'|£{£T<^Jil:£ 
15 *f^77Tl)5 0 ALBD^X^Mi^Xh^o 

m 8 te N tfT ^ T S51 £ffl^T NOR-1 (D LBD PGAU PGA2 tfffi&ir 
tzmX*&Z> 0 GST ^J:bi^Ii UTffit/^o 13, 14-dihydro-15-keto-PGA2 St^^tm 

09 ft, ^CCD30^*fc^Fasfei#:^J:oT, ^JW$^£T*° h — i^flj 
20 # L/c^(7) NOR-1 (D^^MW^^-T^JyXh 5o beta-T^^^MlEffi, GAP 
DH^M^-To 

El 1 0 ft, 0^#m^J««T^S AML14. 3D10 CD30 £t# N #C Fas %L$fX®i 

Ml If*. 1&m^<&m&)1mmWXfoZ) AML14. 3D10 CD30 ^£7U3:$rL Fas $0$ 
25 T^SLfc#^<7) NOR-1 (Dm^M^^ir^V 7XhZ> 0 

mi 2 ft, Norl &S&mft%:mfc Nur *rzf 7 7 5 y — ^ J; 5&«&iM£EK: J: 5 

r u/^—^m^m^mum. sr^-r m x & 5 0 

mi 3 ft, NOR-1 h7>*i/^~iy?^V*te£Xfm&^VX<D^MX$bZ> 0 h 

30 mmmmtt z&mmztift 0 

DETAILED DESCRIPTION OF THE INVENTION 
*3§^#e>ft, NOR-1 (MINOR) MteT temmmZ-te^Xfc, TnOR-IJ £IE^ 

ir^m^-h'O) T b-fc°— &)fr^i£cDB%<DmMMb%MWlk<Ditm\z.$o^x^ m 

35 m&<Dm'p&w^tc%MM\-hzB%<D&mmx%m.mmi]nirz> r t ufc e 
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*mWlt. NOR-l m^(D^\y^;v^m^irh r k &WmtirZ>^ T WV"¥H4 
NOR-l (MINOR) ^£ML S 1 £ 9 KM* <DWX$& £ito tc 3 0©t7 , 7 T ^ 

i tm-irix^^ 0 

mi 







T^7X 


7 7 h 


a 


NAK-1(TR3) 


nur77 


NGFIB 




TINUR/NOT 


Nurrl 


RNR-1 


r 


MINOR / CHN 


TEC 


NOR-l 



15 

wtUb N0R-1(MIN0R)^:^^^^K(DT$ y^fB^lJs £fctef£* ^N°^|f£=i 

^~*^ib^J-(;i&#1-5 - k&-V£Z> 0 Mcfcma-X. fc h NOR-l %:mfc? 

K^S*^ (NOR-l jftfe^) (D»@B^J^ia?lJ#^ : 11^ NOR-l 
20 flc* W^I©7 $ y MftE?!IS:E?!l## : 2 ^1" 0 

^^^V^T, 7Wl"¥— ttgeift (allergic disease) k l$7 U/U^—KJfc&M 1 * 

ftl&jE. *>5V^S&TWV"¥— ^Sr^-r-i^^tSo T WU^r-lH (aller 
gic diathesis) i: ft, TW^-^ilrM^^cei^Si^/jiH^t 
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^-e— ?&jgs&*©^^^-cs>So <t«?Jr^(-fi, nor-i jms^j&s 
anno fcas 5 Rrtittds 5 o 

^BJ^^T. NOR-lafrfe^lS^W^i:^ ^itfe^ mRNA — e£><fte^ M 

seat^t^jts-f-s mRNA <D&m&&. h^ttw&B^KX^x^— K^tts 

ft, #J;U* N0R-1 mfctt'^ 7 ]) ¥4 X-tzmfc^u —Zf t Lfc^ ^ y if 

25 mm?mi®&.$m&mm-r s r * j^t?* s e 

■C#5o "T? r^ffi^j £f3 N A:T (RNA tf)^}* U) , G:C©SS^^^5 2* 
30 ^DNA(D-^^^1-S^^^-f-o r*H«fi9j h W\ < £ t> 15 

70% N 0 * L < te'>& < t 80% N J; «9 L < « 90% „ $ 6 L < « 95% 

±<oMMmp)±<Dnm&ttir}i}Z£\,\ m&wmoftmm*. blastn^tvi^ 
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15bp~100bp, ^f^b<«15bp~35bpO^S^^"-f^o /n- 

•?b vxm^^w&ia^ *mm<Dtfv v*?-Y<D'pt£< b h~nmis< 
<Dmm&^^^j>p:< bh i5bp^^«coDNA^v>p 3 n^o y^^-^—bvxm^ 

ft&, ^mm^i-f^) r^fy^^l/^Kj DNA <5 V "'te; RNA T?&> Z> b & X 

v^ 0 *-y u^ra, * o y3*^ i^^K^^tb^o 

•DNA/tfy ^9 — tfi &m^^Z>~iy? h7^v—>3y(a51i 

15 • ^ 1//— 77^ ^ M-iS^/W^MIfi (Berger SL, Kimmel AR. (1987) 
Guide to Molecular Cloning Techniques, Method in Enzymology, Academic Pres 
s; Hames BD, Higgins SJ (1985) Genes Probes: A Practical Approach. IRL Pres 
s; Sambrook J, Fritsch EF, Maniatis T. (1989) Molecular Cloning: a Laborator 
y Manual, 2nd Edn. Cold Spring Harbor Laboratory Press) 
20 • RNA /Ky * 9— if &m\<^Z>&^K£Z>W;^ (Melton DA, Krieg, PA, Rebagkiati MR, 
Maniatis T, Zinn K, Green MR. (1984) Nucleic Acid Res. , 12, 7035-7056) 
• MM'&miLfc&^^^M?- ? K«r DNA \Z.MX> j^itS^fe (Kricka LJ. 

(1992) Nonisotopic DNA Probing Techniques. Academic Press) 

25 ifVxN^T V i^V if — *S a K S'h^nyf &s DNA -e-f ^ u T W &m 

ifcfc b&fem VXft b^-b 5 0 $ bi-fts RT-PCR &^ifrfe^i|ii>M&flf 

fflfSrtmSo RT-PCR SHC^^Tte, 3t^(^iii|iSii§m(-*5V>T PCRifipS^e 

fto Zb&^mx&Z* 

30 pcR*^^i|i§^^-&{c:;fc^Tte, mm-K\,^(D%ft%tthmv&?mt£<>fr 
myt&mxMWtLti7 p K—zf%m\<\ (dna h^<\zwA<Dmm^mm) k 

w 7 y *V x $ 5 o pcr 51 a,t* Taq # y ^ 7 — £ <o 5' -3' i^y^^v 

T-if (exonuclease) fgtefc: J: 9 ID^n — ^j6S^S|$tU5 £ — 0(D^#.^^SItl^ 

35 v^t=3 t o -mo^^^^^)|s^^ov^TlR!^^^u^•rsr ^ ^ ^ «9 . pcRifts^E 

llttcOfe5^^^/Vm^g^5|Sf^^m^^^t 0 -fC^^i-^ (Holland, P.M. 
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et al. , 1991, Proc. Natl. Acad. Sci. USA 88:7276-7280; Livak, K. J. et al. , 
1995, PCR Methods and Applications 4(6) : 357-362; Heid, C. A. et al. , Genome 
Research 6:986-994; Gibson, E. M. U. et al. , 1996, Genome Research 6:995-10 
01) o PCRifiiH^^Hfefcl^TW:, Fil^ttfs ABI PRISM7700 (PE Hr*/^ A 

-&ttmm<DT Wi^^-«Iw^S^li, N0R-1 ifrfS^KU; <9 a — K£*t5* 
is-fVL yf^f ^Sfc, ELISA jfejfe if &fiJffl-T5 r. t &T*% 5 0 

o— l-^ViVf (Milstein C, et al. , 1983, Nature 305(5934): 537-40) -C&£ri: 

as-c*5„ ai*.**, *&w<D?i"*?WKM-rz#v -Tomtit, mm&mft 

L*:Hl?Ltt*«>JfiLfl**J&9ttJU ^OiftL^ib^O^^J:t9ifiLtf^^S|-r?>o # 
r£*>T?#5 0 ^^p-^/i^fMr^Sfcte, ±|B|fiLI!S(«rl«f^Ufei«?L»» 

20 tS^t^T^So 

nor-i * ^^ir©tftm^w: % ntte>^flcs:MaRfliiUTffiv>ntfj;v\ *^t, 

#4xJ2\ ELISAifcSrWS 5 „ 

*> 6 V ^ fi, N0R-1 jte^t- ioT = -K$il5r^ ^IS^^T ^ y Bfegayy a> e> 

ft, m^iL/6^^^&(-J:oT^Mi-Sr i^-e#S 0 i-^*>> #l;U^^y 
7>f 3— /Wc,t53S*L^fSt^^«J:oT«i^JSaiaS:^b, HI- CD16 
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10 #5, 

TIE© (a) ^fcfi (b) \Cffi&<DtfVX*l'ttV<D&WSim& 

(b) N0R-i^#*^/^fr%=i— K-rs^y ^ i^^-Kt* hyy^x^h^ 

fcasT*J&v^ttt8Sr-B-5. Stfc^a^w^Wi, #J;Um&£0!l^-r «£ 5 ftfeftift 
* PCR latl mm-tZ r. t 5 0 &fcf8|R0i&l?fc5 * ^^«©jSH4^ftft} 

tt*5im^#ftv^1S2: bfc»*ft2f«r^i-r: i:*s-C* 5 C 7^»J©^ll:ft 

#a, fesv^fi#^p?r^-rr ^^-c#^ 0 ^(om. mfeTvm^mwm 
35 t^s^tsr t^«tt), if.&m<Dm.fc : *<D3m*:(D%><D$:mB-irz>z. ki>x%z B 
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-> 3 ^ ^a#fF^ 4873191 -^-) x m'&mm (Esmm ^mir^^m^t^- 
-^51^^#al. mz.mm$itz>jjm. ton, m^^hxm^^mmA-r 

^mmtZ-tiZj: <9 S ^a^^^Ai-53t^»^^&T^?> (M. Lavitrano 
10 et h Cell, 57, 717, 1989) e 

-r5^^^T-#^ 0 ^W^tt, ^fr** 9yh, ir3% tyi?, 

7>xi/^~yy-mwftym£tix^z> 0 

45t hNOR-lat^^t hmmm^tetfZ7ts^riy*(Dm%i&ttllk£tlfcyyy-T 
*3 N0R-1 jft^tt. fc M£*5l/vrT b tf— A^O»|^©»^Sr#ofeJE«S8tC 

25 / 2/*T# Mfc*©f^K^fe«^n?*>5o W x. Kite vvr, M£#lfflJ§££ 

30 *i,5%HB#&v^) blE^^y,^mir^ b^ —jj<DM&&B : 5-<D±X&&m. • 

35 2^<Dm.fc : ?-fflxm^zffi.&z-<Dzb$:^5 0 mmm&£&&zvitmfo<omm\tt 

PGR 5. #A3te^©-&fc#AflS»#£ft5fBJ«£>— tP^r^ 0 
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7-r -v—t LT^ofcPCRRj^^v\ mmmm*xztcmifaxmmm.m?L%mz.v 
-cv^r ktmw-t-Zo ~£t-s mmmxm^x^^m^^mms.^^^ 

5 zzF^tib <Dmm% m^xmmzmu-t z> ^ k&x%z> 0 

^—z-xzmmmts^ti v?>xi?^~y# (TG)-?vx%m±LTzzk\?a&%)Lti 0 

Ciot, NOR-l jt^^B^ i^/i^#?^<z>M4>&# 5 1^57 
15 ^^Iffl^^joV^T NOR-1 }ftf5-?\ ^fc^flit^ir^tl^^lRl^^a^^m^ 

fuffi (a) (b) ^IB«bfc3t^OV^Tti.d^S*i-So £ 9 jyfrft^tt, 

^w^itsaiiew^PJ^^Ji^i it, nor-1 Ki-^at^i:^ h y y 

v'xyhWat, -jRW^tt^ToJ; itiM^^^ki^x%^ 0 mx.&. 

25 4xSSC, 65°CT^M' 7 JJ if — *S a 0. lxSSC Srffi^T 65*01? 1 ^pflBgfe^i- 

ft, 1M¥?R& dm) ^CTtwn-*r.t*s*eifc5o Tmiw^y ^vx-rsig^ 

30 t><D0kflF&mmvxmm<D* h v >v~>i'-**tt4kW*nmtt\mmm-WL 

35 Sr*ftffli-5^ifeSri8m-rs. #3&9!te*5lvC, NOR-1 atfc^Ht, 0B*3$©«4>&#5 
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5 S:tl^«r5f^ffiSr«p->fk^-e*)5. *3BKtt£&fc:, NOR-1 mB I f-<D$mi"<Mz. 
toz.X. NOR-1 at^^tt^^^W^SH* &^ffi-T5;fr2fc£ril^ 

10 in vivo "Cff 9 w £ t in w'tro T?1t 5 - £ 5 0 in wro t?<7>B#^T^Wi - S 

15 T©«t 5*X3S^oTH16i-Sr i^T?#So 

(1) «^»4fefc^fk^*fi!4-i-5X3B 

(2) ^»)%^m^»^4o{tSBUfB (a) (b) ^|B«©#y5C^^ 

Ult 0H*.tfs NOR-1 a^^T^^i?^ 
20 x^M^Sr fclziJ: 5 NOR-1 itfc^^&iST^fc 

k utMt § r i So i-ftfc>*>s *-f nor-i at^©^!l©^E^l t l < 

RNA^m-<^ Sr«^-T5o r tf^m^ * — 4r»^3HA-rti^ NOR-1 at-fe 
25 ^©T^-fc^Sr^U NOR-1 it^^m^TLfc h7^^x=:y^S^ 

^y^~yvmm\z-$otf-& nor-i a^^mw^&i^-rsr tm^o 

r©i5iat NOR-1 it^cO^m^^T^iirfc^x/Htl^i^^J^ffi'fb^^S 
r. tdj: «9 . NOR-1 m.B*<D&m.l'^M^zL.zmfflWffifc&to<D&m&&i 

*%m<Dx# v —-i/fftrnKx *> N nor-i m.fc*(ommz.m.*ttf&x*m j *-rz>m 

• nor-i fc ti-^^/i^^RKoSHtft: 
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• NOR-1 m.te*<Ote&£&<D±& 

• NOR-l MrtPoteWtoogaeflsfc L< 

i77 wtro tel&l^Tfiiu 09;fctf* 8MB (a) £fcfl (b) fclfBfcbfcfl^?- 

(1) mm (a) (b) KiBBut^y** v*r\*&&&*&mm\z.&M{£ 

(2) fttrlH (a) (b) H:|B«bfe*y^^i^^K©»m^^Sr»l3ei-S 
10 tm 

*»W^*5V^T^ X© (l) ^ffiv>S^*^»fi, m^tfyj*^ v^KSrSi 
^^^-©f±^iA*fei:LTIt ^M^Stofrifc, fl&Slfifcfrifc* {b^fi&frifcfc 

52r?£, w*»g*#Sr*jffi"t- «*ifex «Bi^& (hvj (-t^^^/wo, 

20 in^^y (PEG) s «m^J«S4^, WPWm-Sm (Ifefe^A) ) a* 

*V-i/ 3 y^ V s — f'-f PfrlJlS (gene gun) SrffiV^S^jfedS^tf P>tb5 0 

ftf»*ifeiLTtt, y^^^>^^^^ y 5jfy— DEAEx^* 

25 fetus. 

^w^m^fe^&^-cte, buib (a) tnztt (b) ^isttufc^y^^w^ 

LTIi, Eol, YY-1 N HL-60, TF-U AML14. 3D10 if Sjk^S^Ott^lBJ^^r 

30 ^03g-efe5o #Bfe^fcia3fe1"5*lllil&flc£ Ltll, MZ-f£. Eol, YY-U AML14. 3D10 

Eol(Eol-l: Saito H et al, Establishment and characterization of a new huma 
n eosinophilic leukemia cell line. Blood 66, 1233-1240, 1985) fci N %f>Wffl ! fcffi 
i^Aft^ri^t^So Wfc\Z. YY-l (Ogata N et al, The activation od the J 
35 AK2/STAT5 pathway is commonly involved in signaling through the human IL-5 r 
eceptor. Int. Arch. Allergy Immunol., Suppl 1, 24-27, 1997) It ^ ^4 Yx/^f^fV 
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#F25Ff J: <9ft-¥&thZ> 0 iZtc AML14. 3D10(Baumann MA et al, The AML14 and AML14. 
3D10 cell lines: a long-overdue model for the study of eosinophils and more. 

Stem Cells, 16, 16-24, 1998) ^ s ^B^^ #"#k Research Service, VA Medical 

Center Dayton <D Paul CC £ «9 , j&H#H-A¥ "SflZXfo 5 G 
5 SifiL^^Jia^-trfe 5 HL-60 ^ o — ^ 15 (ATCC CRL-1964) fii, 

10 fir zz. tizxyffiiL-rzz. im^o t^oT, ^H#f^ 

15 ifl ritr<?^*5{t5^tti^&^fefeO|fflJiai: LT N buIB (a) Sfcte (b) tcfe^c 

^*5^0^CO^^*5V>T, fufE (a) (b) {Z^m^V U^^(D 

j^i-^> mRNA %$Hti-fZ>^k\Z£ Vkt&TZ^ t hX^Zo mRNA \ZL£o X^^ 1"</V- 

25 (Dit^no^n, ?>s<?n^<Dmn±m^ftx.x s 9c\^^tcx^^rmAn 

W<DmMTM&mM-tZ> 0 mRNA^^^/N 0 ^W^m^, %K^ti£?te2;%)(Djf 
fe(^<tot^ii"5 ^1 1 &X% 5 0 

$ ^^nor-i itfe^^p^is^^^#b, i/^-^-r y±^^mmr^>^ 

— ^ig.K&tbtlZ CAAT ^V^*, TATA^V^^^-^^ £/^-e#5 0 Ifcl/ 
— ^ — iltl£^- U"C N CAT (chloramphenicol acetyltransf erase) iltfzx-f-s /W!7;r. 
35 y —if (luciferase) i&KtfVl^ ^it42^<Srf Ijffi-T 3 ^ £ # S T*# 5 0 
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<5vvf> bac y^^yV— , YAC y^zfyV — ^(OM hffJ i» DNA yjzfy V — frb, 
5 NA<^IS?lJ£*aipy/ADNA^n— ^&#5 0 ^ibtlfcff/ i» DNA OlB?lJ£riK^ NO 

rtm^o #3§gi§tt, ^©xm^tpfuiB (a) ifctt (b) KiESoTtfy j*^ 

-f-fr^^Kte. iyj vivo$$£U/^ti\$in vitro \Z^X. feffifc^tfolZ. X 
m^^^^^S'fk^^aliR-t-SX©^^ ffrfS (a) (b) iZ.wZm 

20 3 0 

£>5i^»^f3\ nor-i m^^^PSS^^fiJffi-r^> T 

M-ts j £%4k^m : &m$i-?z> riiuj;^ nor-i atfe^-^^m^^-f-sib^^^t 

ttm% biaotr w^^— tt^a^wis-r ^ * ft £ lt j^tti no 
r-1 (minor) ^/<?m$, t-7 7v»t*fc^^ y #V K?£'l*i^fCte 
^*i£i?<£>£ r6M^ot^^\ nor-i ^v^jf<7>y ^^KSHS^Wfi. ^ 
30 i&Mft-e^-r mcnor-i £r?Stt{bu rtf h— i ^»<b%^^ 

*V6 0 lot, NOR-I %MW<D mtt^ffteT W^=¥"-14^0^m t ft 5 ^ 

<9, f^^coy^VK^5t#-r6ii:^BrtgT^6 0 

*$bwb\ nor-i ^^^s^^u#5^^^5i^-r5^t^#mi-r5, r 

^^5V^T« N NOR-l^^^^^K^^^^^M^^ N0R-1 ^ 
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fr? w h mktt&m t <Dt&&m&&fflfE u nor-i >-/<?wt u^-r 
zte&to&mfc-tZo m^&&-rz><D3f-x»te<, nor-i ^^g'ft&zij^u 

5 ^jfefci^ttS nor-i S^^^/^K^^^b^^^^Stt^ao^^ 

10 ZktiS^m£frZWMtt\ZMJfo£.V7T—i?'<?*— (Agtll, ZAPIIft^) Srffi 
vvfc cDNA ysfzfy y -MU rtt* ]3-Ttfv*—x±X-&&£lt7'(;i'# — 
$£m£i£tc? ^s<?W&®feirZ>o ifcv^ NOR-1 ^ w?^W^rt*^^y^/H^ 

^&^^fC£3£mLTV^:/7-^£r, * M/7° hTtr v^^cgst 

( 1 ) nor-i ^mw- 9 1"* 9 us. ft urn ? ?m<DV#> wg&ffi® t m^mm & 

(2) gnE*wia^*fcift^'^4rSH»$*5xe 

(3) gfiBv^-^-jte^osttSraj&rsxs 

25 ±15^^*3(1-5 r^fg^^M-a-LfcJ if*. NOR-lg^ft:* fit** 

±fE3r?£(£*3tt5 r^^^^^^^ffj tltlt illf, GAL4^^ 
30 Uf 5 DNA lE^IJj LTft. WZ.fts GAL4 ^ DNA fSi§&£ W 5 £ 5 C $ 

(09;tfi£> TMATCHMARKER Two-Hybrid System] , TMammalian MATCHMAKER Two-Hybri 
d Assay KitJ , TMATCHMAKER One-Hybrid SystemJ (ivftlfc clontech #M) l"Hyb 
35 riZAP Two-Hybrid Vector SystemJ (stratagene %±M) . Xffil TDalton S, and Treis 
man R (1992) Characterization of SAP-1, a protein recruited by serum response 
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f actor to the c-fos serum response element. Cell 68, 597-612J ) ^r^V^"C^. 
5 two-/W ZfV V KV^-MUjSVvCWU NOR-l * K 

& N ii^s gal4 wkffi^mtm&£itr&-&mm<Dtpx^m&its nor-i^^^ 

ti&£ Y) ^ VP16 * tt GAL4 *53i«H*{kfH« t m&t S MX^-f cDNA 7 -Y 

10 y— **cdna^^jbh-s cswftiiart-c nor-i * >v?* 

VsJ?-^— Jte^dS^-fb^tb, figte©* n — ^aMifeS^t 6) o-^HLfc cDNA £ 
«0(c#A LTIS^^^rS & cDNA ^ p-f 5 ^ fC£r#5 £ 

b-mx%Z> 0 ZLfoKX. 9 NOR-l ^ly^%^1t.n.^(D%^Zf s f- Kt^t5^ ^ 

^Xm^tbtlZUtf—p—m.fc^bLXft. HIS3 Jt^^ffe, Ade2 

LacZ jfrfS^ CAT;itfc^\ £flM3^\ PAI-1 (Plasminogen activator i 

nhibitor typel) i&B^&mtfbtlZitK Ztlt>lZ.&m£tlft\,\ tvo 7* V y 

20 *3&W#S>tt, Rt&Sj^J^&ffl^fc two/M^y y F^rAOTLT, N0R- 

(ffU) fcttftfcfl, ^^tt^y^^K^^W^tX^<, N^{^AF1 
fgl$ (134) &m.WX&Z>Z.ki>K ##W#fcfc*oT^ifc£*Lfc. ^oT, JhlEtf) 

%m\Z$3ttZ, GAL4 tgfe-^^ l"<?W&]&I&£*tZ> NOR-l ^/-^JCH. y ^ K 
30 1&&ffl&t£ftX)tt < s MXh 5Ii LV\ 

NOR-l T h t°-'l4^^^Jk^J; 5 ^Sik^^TO/Liibfc^X^m^ 

tsu^bu m^mmm^vx^^mK^i-^mm^-h^o ^~x 
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P^^^^^v^ A 2 (prostaglandin A 2 ) > T'n^^^y^v'^A, (prostaglandin A 
,h 16, 16- v 5 ^^^ 7"oX^^7^A 2 (16, 16-dimethyl prostaglandin A 2 K 1 
5(R)-15-^5vl- :/n*^:/7^v^A 2 (15(R)-15-methyl prostaglandin A 2 ) x 16- 
7ai/^ri/ X h ^ 7 71/ /D^^^yyv 5 ^^ (16-phenoxy tetranor prostagland 
5 in A 2 h 17-731— )V W / ;V /n^^^?^^^^ (17-phenyl trinor prostagl 
andin A 2 h IS-fjr^^-f^P 12, 14-^n ^ ^ Fy J 2 (15 deoxy-deltal2, 1 

4-prostaglandin J 2 K /o^^^y^^^A, (8-iso prostaglandin Aj)# 

^^7^t^, ^^MO^m taoT NOR-l (MINOR) <D^^?S 

10 mmm*T ^/Ka m-s y # ^ k^^«^^^^^#-T5 ^ t &*smx 

NOR-l ^^ff^^i"^^^^ y-^>-;m, 77^T^f-^n-7f 
^^^^-^^V^T^TP^ir^-et^o 0H;iff, NOR-l ^ Jt&T^ - 
7J^A<7}3fif£i-H;£U r^dNOR-l ^^^Si!^-r5^^^«^mbTV^ 

&tu^ btiZo wmmzmmist^ #^£^u nor- 

rf DNA ^^L, f£DNA ^P-^i LT cDNA y^Zfy ]) — V 
20 ?-tZ>^biz£V) ^ ^^^^M^r^-K-r^DNA^^Sr^^T^So 

zmmvti/<-c «s nor-1 piss^nhmkik^mt^aimm^m*:, 

25 ffBIAcore, Pharmacia 0 ££oT, BIAcore ^C9AOf ^fe SrfflV^ £ £ 

<t «9 NOR-l *>'<?KkWMt'&tok<Dlfc&$:fWfi'tZ>z. kfr»S-mx*hZ> 0 

nor-1 ^^^s^^-r-S'fb^^^it-rs-^^ ^m#^v^Tfiil^^TV^ 
mt^m, Tims'*^?. ^ l< a? 7 - Kf ^ w 7^ ^7 

i s> m&^m<D nor-1 jt^^m 
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^\s^;v^m£m\MM\^^%&m&femirttft<D*yh\%, m*-\^ nor-i 
vxmm-rz~k&xzz> 0 

*mm<Dx? v -^fxmm^mkfemt&mt iym, ^cfrj^ttft^ 
5 *k mutts ^rn^ vmmi^m^(D^m^m\-x^)^^ntci[:^mm^. => 

? y -(D^mmrn, y<d74 -?? y —m^mf btiz> 0 ^mm<D n 

or-1 ?^<?wt%!i'£-rz>fc&m<Dx? v -~>yjjm\z.&\,^T\z. m^m^fi 

mmt LtfffltfcSo nor-i aw^m, r h t°~^8Lm&<D%mmmm&<DWL'> 

ii^-rs r h &x% z>fc&mz.te, r y tr — : &j&m&(Dmw&mzzftmm$?xz 
15 s 0 ^fc, imm<D*z v —-^yxm\z-£^xm$i£tiz>fc&m^ nor-i 

sic iotisrt &x% z>fc&m£ft®j&ft t L-e^r-r s r wz-ummmm 

tiz> 0 _t^j:5^> mm^y* a -<D*pfrb, nor-i (om^'mt-m^m^ 

~rz>ik^m (NOR-I ^ y tf-y KfiH&feSf) £ UT*H0Mfetj: 9 ^ 9 s9 u^y^y 

IMli Lt, ^Jx.^, ^ej!<7)*y y-=y^»J:oTll5r 
25 y p^^tV ^m^^ir^zfn x y 7*7 yi?y%^$j)j&ftk LxMt^Tww^ 

~feM&mmm%mmz.mfz^b&x%2> 0 mzf**? ^^>^xDMi^mt l-c 

fix 7°n7,^^f7 l/isl/ A 2 (prostaglandin A 2 h y y* 7 i/v?^ A[ (prostagla 

ndin A,), 16, 16-^y 5vt- y"n ^ y Vv?^ A 2 (16, 16-dimethyl prostaglandin 
A 2 h 15 (R) -15-^^-/1/ ^n^^^y^v^^ A 2 (15(R)-15-methyl prostaglandin A 2 h 
30 16-7 ^/^f--> x h^y/V /n^^i/^yi/y^ (16-phenoxy tetranor prostagl 
andin A 2 h 11-7 h ]} J ;V yo^^^7^yA 2 (17-phenyl trinor prost 

aglandin A 2 h 15-^"3rv'-7VUy 12, U~7°v 7, y 7*7 J 2 (15 deoxy-deltal 

2, 14-prostaglandin J 2 ) s y y°t3 7 y 9*7 Aj (8-iso prostaglandin A 

35 %K.ifmm<D nor-i g^^t^ y # ^ rati&^-rs^scw:. »ii©7# ^ 
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&m&<Dv tfish 9 %^j$frkisX^mirz>T7$\>-isxmmftL nor-i^ 

5 ^7 > fp££>^ 1 4 ~ 5 8 ^*^|^J^£#&:f £ r £ ^T'# So 

NOR-1 <D&mz.&m% J *Z-Z>ik&y!)b ttitll Zfcitfe [fAbayratna Wansa KS, Harr 
is JM, Yan G, Ordentlich P, Muscat GE, The AF-1 domain of N0R-1/NR4A3 mediat 
es trans-activation, coactivator recruitment, and activation by the purine a 
nti-metabolite 6-Mercaptopurine; J Biol Chem. 2003 Apr 22 [E-publication ahe 
10 ad of print] J \Z.WM<D\t^m^m-f 5 ^ b &X*% Z> 0 

$.tc, NOR-1 (MINOR) (D'frfo V Y\t, im^^T^: NOR-1 (DtlWWt b <D K 

T — ^n^ T — ^VM^j; 9, itio ^filc^-g^© 3»B©^f>, y#^K 

t^r^t 5o ks"*^**^-^ ^tcd (i) ~ (4) (Dmm^ 

(1) Modeler lz£ & ? ^;<? <D 3 DfS3g(£>«^ (jfr^ n x^-HE-tvI^) 

(2) C2. LigandFit (C^S^-a-^iW^ 

20 (3) C2 • S B F^X S W^U\tL<D Pharmacophore ?=c))m^ 
( 4 ) Pharmacophore ^iJJ ti53D x — ^ ^ <D%k^ 
3D Pharamocophore ^^{£§8^ U"Oi N ^!lx.f^ Pharmacophore Percep 

tion, Development, and Use in Drug Design (Iul Biotechnology Series, 2)-US-I 
SBN: 0963681761 (Hardcover) Guner, Osman F. (Edt) /Publisher : Intl Univ Line P 
25 ublished 1999/12 ^tr^lf 5 £ b ^T*t 5 0 

n <D £ o ttfc y 1/ K *^?m9t b b T^rT 5 t: , ^ie<D7 WU=¥ 

30 ^fc^s^^bfi, ^^<z> N0R-1 %mfc<D^mmmwiftx&mtt^Mm£tiz> 

U<«, ?T—^^7*T*:7*MZ.&V), PGA m*MW <D NOR-1 y K*££iWfcH:** 
l-S&rB^LfiSrv^ aV-M, PGA^^cDl^/K— ^-mi'fett5«^'|*+gP^W 

35 tc 0 $£oT, ;£3Pj!£> NOR-1 ^»!)^fyKi:lT, ±IE<^J: 5 ^LT5iiR£*Wc: 
lb^£*:f 5 ^ i: 5» i!) jy£fti-J» 14-58 
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•attrnm^-bi-z. ftnw.cd3o v ^yKwaot, nor-i a^^msr-t 
t&&mvtc 0 mmcD3o&&fc(DVtf>'Y&i£&. nor-i 

10 #*ftft©f&JS*!lW\ rwv«t©»@&5at, ftp, feSWi^ftntofc: 

mft&mf&zk&-?%z, mtmtLxn, blt&km. ffimmtm, hz^m 
s#©^#> ffiBu, ffafeitfis^ t&mbM. t&mm^ 

XhtcV. — Ultciot 0.1 mg^fj 500 mg(DmmX\ £?*L< 0. 5 mg 20 mg 
O^H-eS#i~S r b &XZ £ e L^U &^M;tem*(D0kftfcJ:*)gM~rz>1Z!fr, 

T# h-v^iitsr £ & Bfct} Lfc„ t£ot N ^BSS^^oV^T NOR-l ^ Kl&Wi 
mt£^:Z>^b\z.&y^ 7tfh—>xZmm£ltZZb&»lMXhZ> 0 ttoT*»IK 
25 ft, fcfflJfe^&ttS NOR-l S*fr^^^fr*JSH4flS§*5ii:*'KP»ii-.*, JNfliia© 
TaKb— '^9l^j5fe«:3S^-f5o Jiffi^&t-fS, NOR-l *^<Z)»^&8Hkffc§1ir 



-2 6- 



10 tfc*»S©TV^- BfeRA©4feat^fett, Lt^©M 

25 EXAMPLE 1 

30 

(1) 

bfc 7 fj©7 h fc°— ^ >f — /w&^ 2 T WW 

tfyltmmfy (Total IgE) N ^*3«ttJ«^^#A«)IgEft EIA <fc «9 $!J5£Lfc 6 

felt h IgE^4r^$ii:fc:dr-r-/7 0 (c^jfiL?f &SJS£-fr. Jfiljif <*»<£>T 
35 W^V##^IgEfet^ *^#^&IgE^ft£^$^*: 0 

£ -D-# 9 * h V^-if ^ft^t t h IgE £ Sft*£ (4-^ <7 a: y )V- 
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LDH UV j)fc (Wroblewski-La Due jfe) la?, fcVUf ^gfet NADH ©SlSt- 

5 -ldh mytmo 1 7nom&W)ft$tmm (n&) &m^tc 0 m-mmn. edta&s 

Mm 2ml Sr^Jfsfi: VXm&mt gIfrjkS&#^fiSE-9000 (RF/DC-T ^t°-^^^ 
#5£, SysmexMit) fc.fc 0 SltttLfco 
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&$»$i*rfc 0 iiJf <^&J»®#&[h]I&U 7^3-/1^^ (Ficoll-Paque PLUS; 
T^^^J^Vr/^^T^^^) (D±fcM^tT 1500rpm N 30 Lfc 0 
TS^IUilX^^fcS^il}^^ CD16 ^frf^fcr~X£ 4°CT* 30 MACS £ 

mmfrb. Isogen ^#^ttTVN^,^a h3/K^oTRNA^5>SlLfc 0 ^ n n * 

LTM^RNA §:llIijXLfc 0 Lfc<£ RNA DNase (P^v 5 — > ; ^%UWt) 
10 £;DP£T37°C15#a&£ii\ 7^/-^-^na^Vi ! s|fitt}bT^^y-/^^-CR 
NA^lHUtZLfCo 

i©± 5 f-PMUfc^RNA ^V>Tf)fefV77 (Fluore 
scent Differential Display, TDDJ b%^iT^) $?#f£rfrofc 0 DD^(«S^ (T. 
Ito h, 1994, FEBS Lett. 351: 231-236) |cE*cO#£:f£*P CT^f ofc Q ^-f^RNA 
15 cDNA£r#/c 0 H— #C DD-PCR SJ&JKm 3 U<DT 7°74 £9 

#*(;ioV>T:£RNAO#0.2jUg £fflV>T cDNA £f|$St Lfc 0 Jg-#: DD-PCR a&ffl 
(i. 3M<DTl/$> — "V — CC#^r {^ol^T RNA 0. 4# g £rffiV^T cDNA Lfc 0 
Vvf^TUDcDNA 0.4ng///l RNA ^<^:§:«fc#^U H@^/BV^C 0 1 Rfth 
fcHng RNA #J ^ GO cDNA £rffi V DD-PCR JxjS^r^T o fc D SJ^I«I^3©I 

20 «9-efe5o 



*3 



cDNA(0. 4ng/tfl RNA*@Mi) 


2.5/U 


^7°^-r^~ (2#M) 


2.5/U 


lOxAmpliTaq ?CRs<y7T — 


1.0/il 


2. 5mM dNTP 


0.8/il 


50#M Tis%~ •fyj^r— 


0. 1 jti 1 


(GT15A, GT15C, GT15G) 




Gene Taq (5U///1) 


0. 05 jt/ 1 


AmpliTaq (5U/j[/l) 


0. 05jul 


dH 2 0 




mm 


10.0/il 



PCR (DRf&gkftte, r95°C3^> 40°C5 #\ 72°C5 #J ^l^-T^/K fl^T, Tg 
25 4°C15$K 40°C2#\ 72°C1 ftl & 30 -f^ ? /V<D^ 72°C5 #\ ^(DW^W^i^ 4°C 



-3 0- 



^.m^t^y^^-m^T^^-Zfy^^-X-h^ GT15A 3) . GT15 

C (ia^!J#-§-: 4) , :£J;T/GT15G (@H^!l#-^ : 5) text LtM/7^v- 
^ttAG l~110 x AG 111~199, *5«i;t>*AG 200~287 ^m^tH^ If 287 |1©S^ 
^jo^^of^ ffit^-f^-^ LTteGC^-4 50%0 10*^ W^K7^£> 

^fToyfc 0 -^^m. mmm\^^%mM\^m^mm<D%m-fz> dnasb^j (dd 

tfj?#f<ZV^ K ID 2250-01"; ^ % r<Z>IH?IJ£ T2250-01J tWt) £Jl,mLfc 0 
K ID 2250-01 <DmM^m\<^tl7 P y 4 fey l> ^""R^t** 
/<y Kl D : 2250-01 
15 $T>f<£>;ft£ :421 bp (^^-oIE^^O 
Tl/jJ—Zfy^^— : GT15C 
frlC^-r-^-O^fu : AG00164 
^My°y4-^—(Dm^\ : CATTCTCAGG (I2?lJ#-^ : 6) 

20 o) mm.M%r 

2250-01 0^*^^*6t){c«-rS^:*}c x II] EiiJ^i?" i-^^/i^^rffi V "^"C $ AB 
I 7700 ^J:6^*^PCR ^ofc 0 ABI 7700 J; ^>m^^tz.y°y ^ — *5 iU 5 
TaqMan f>f 77 l^v^/Wy^ ^ W&f-<£oT#^;ft,fc6B?Mf ?B 

d> b Primer Express (PE/^^^tAX) ^ J; "9 |£f+ Lfc 0 TaqMan — -f<0 5' 
25 ^Ste FAM (6-carboxy-f luorescein) t? N ^ 3' JiZiQfe TAMRA (6-carboxy-N, N, N' , N' - 
tetramethylrhodamine) T?^B^ $ ttT V > £ 

• 2250-01 7* — V— ^•yy^^r— 
TGCCTTGTCTAGAACTGCACAG (ia^lj#-^ : 7 ) 

• 2250-01 ]} /^^y^-^- 
ZQ AAGTGTGTTGGACCAAGCAGC (IB^'J^-^ : 8 ) 

• 2250-01 TaqMan y°n — y* 
AAGTCAGTGCAGAGCCTGGATGAGGA (iB?IJ#-Pf- : 9 ) 

HMt-te-feRNA^ib^y T(\2^lSmer) %y°y 4 ^r—k LTi^^^U^i cDNA ^rffiV^ 



-3 1- 

ABI-PRISM 7700 <DRj£ffi& ( 1 $ z^/^htc «9 <DEU&M) 





25. 66 ( // L; 


10x TaqMan Ay77""A 


5 


25mM MgCl 2 


7 


dATP (lOmM) 


1. 2 


uuir vlUmM; 


1 0 


dGTP (lOmM) 


1.2 


dUTP(lOmM) 


1.2 


Forward Primer (100 flM) 


0. 15 


Reverse Primer (100 fdM) 


0. 15 


TaqMan :7 s n — "f (6. 7 jl<M) 


1.49 


AmpliTaq Gold (5U/juL) 


0. 25 


AmpErase UNG (1U///L) 


0. 5 




5 




50 



^(/8-actin)5t^^oV>T|Rl#(D^*^^f^V\ ^il^lfefOn t°-t^«(I 
MELT, Bfi&ate^watrHRSrJftbbfc. j8-T ^^^(yS-actin)sl^O^* 
^f* N t b cDNA £ri!M£ LT^V^fCo 

£ T^^^lj;^^:/^-^— ^{t. TaqMan 0 -act in Control Reagent 

10 s (PE/Vt^f^X) «tt<^G9&/B^T*Tofc 0 *£SIB?lJteOT<£>aI t> -Cfc 
So £ T^^^lCfc VffifiEVtl T2250-01J (copy/ng RNA) 2:^ 5 *3 £U?HI 

1 K7Fir 0 

TCA CCC ACA CTG TGC CCA TCT ACG A (IE?!I#-^- : 1 0 ) 
15 • 0 T^^-^V -X^^— 

CAG CGG AAC CGC TCA TTG CCA ATG G (BE?U## : 1 1 ) 
• 0 Ttf-TS TaqMan 7" v—zf 

5'-(FAM)ATGCCC-T(TAMRA)-CCCCCATGCCATCCTGCGTp-3' (SB^J#-^ : 12) 
FAM: 6-carboxy-f luorescein 
20 TAMRA : 6-carboxy-N, N, N' , N' -tetramethy lrhodamine 



2250-01 fg^Jr (copy/ng RNA) 
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1 


454. 19 


5298. 42 


2 


137. 06 


167. 13 


3 


53. 86 


4543. 94 


4 


1577. 46 


642. 43 


5 


403. 84 


4655. 96 


6 


3745. 25 


801. 14 


7 


173. 98 


286. 83 



(4) tmmm 

5 2, 3, 5) fcoV^Ttt, fftRKJ: 5^^<D^fT^#oT0^^^^^^-f- 

^-^fT^#o-C0^^^^^^>i-^a#^ 2, 3, 5) 

(n=4) 4^!j(^^.^oVN-C'b^f+^{^^fL7 t c 0 HfttH&tlfBu The SAS SYSTEM <D SAS 
t&ffifl^y-Sr—-^ Version 4.0 (SAS Institute Inc. ) V*T*To fc c 6 

10 (c^-To 

2250-01 ggj; (copy/ng RNA) 

ttfej£ Wilcoxon&Jg oV»T©StJCS©fc5 2$£ 

E<Rp=0.274 E<Rp=0. 2969 E<Rp=0.0572 



15 ^©asm, ±ibot ht°— 7 m 3 m<omm 3, 5) ^ 

*3Vt\ 2250-01 c^^mco^Lv^fli-^^^tLf^ :©3W©fttlt f&JfcfcJ:3 

20 1,2, 3, 5) (n=4) <D 225Wl<D&&*<D&{k&ffit&)\Z.m$tV1t<> $cf+fl?#rf£, Th 
e SAS SYSTEMS SAS IfrMftis* y fr—i? Version 4.0 (SAS Institute Inc. ) SrJBVvf 

i«ffl^^lt^m*ffl^^^»^±#i-«-i^*B*nfc. (p=0.05 

25 ##4,6) 0 ^±cO^P^«, 2250-01 btfH^J»lfc©£^fc*mS0aiSfc<E> 
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EXAMPLE 2 

&mshMm$&-?(D 2250-01 (DZ&^L 

5 A<DmftA<Dmmikfrt > frm\stz.Mfox*<D 2250-01 ©^^^i^t, 0^ 

5 (E) ©#|*fcU:3B©ai0fTofc o (N) te0i£^&^m £i3rfc^ CD16fet#: 

7^- 3-^-L^SlT^raii^lHlIt5l$ix5¥^®^^. MACS CD3^tTOmtf-X(c: 
J:>9^m®^ ^monocyte t B cell (DU^m) t h 7 iy7°&nZ>mfr (T cell® 
^HLfc 0 Jfcfcl, ^ffi®#£MACS CDH^a^^-X^j;^, ^m®5>(B c 
10 eUmft)t hyvT'ZtlZmft Oncocyte ®#) ^tl^tl^mUT W 

^m^filsogen, 0f»3^ B ^ LT RNeasy (Qiagen) £Jll> 

tmb, ^RNAtttB, DNaseMt C^ttt&5*©« 0 ) »€^»^SWf^U 

15 (AVERAGE: copy/ng (MiEfg) ) TOT£>ii 9 T*£>ofc 0 

#Ifc$(E) :960 

#*#(N) : 73 

£flg^Jt(B) : 36 

T«(T) : 11 
20 1M(M) :103 

^ 2250-01 dmmmmm^m.vx\,^zL t^Lx^^> 0 

EXAMPLE 3 

25 mmm 1 L7t^ie^j^s^v 5' race shc £ 9 2250-01 ^^sib?'J0 

#f£:ii£>fc 0 £<bf-, SMART cDNA Library Construction kit (CL0NTECH) 
ffilk&m£ RNA d> & fER Lfc7 7-^ cDNA 7^^7y- Irffl^T, -fy—^^Zf 

v ^v.-tf— ^ 3 yms^n^y^^ofc, 2250-01 <Dia^j^rai+bfc7°^-r 

■r— 2250-01F ^.O 5 2250-01R £rffiV^T 2250-01 0>E#l«r&tr^9* $ K£:#l?&te:*f *B 
30 ^ N ft§gUfc 259bp(£>PCR 0^:7*0 — ^£ LT/Bl^fco <OM^: 2250-01 CD|E#I£ 
^tf*?J 2kb ©>T b £*#o >7 n — ^*S# P> tt^io $r5£ Lfc*ttI2?iJ 2087bp £r@2 

15^/Tt 0 y/AT-^^^HIf^l^ r. <^ga^JHN0R-l (MINOR) t 

35 2250-01F : GTTCCAGGCAATAACATCATACC (Ifi?'J#-^ : 13) 
2250-01R : GCTACTTGTGAAACTCCCAAATG (BE?U## : 1 4 ) 



-3 4- 



EXAMPLE 4 

NOR-1 Mfc^-O^m&tit 

NOR-1 (MINOR) <£>#^£;ft/C^5^ y ^IB^JtCoV^ 7700 J; 5^?S,jil!l/Ei£:fTo 

Primerl (5' ) : TGGGTGCCCTGGTAGAACT (gB?'J#"^ : 16) 
Primer2(3') : GCTTCAGGTAGAAGATGCGCT (6E#I## : 1 7) 
TaqMan probe : AGGAAGATCTGCACCCTGGGCCTC {Wffl&^T : 18) 

10 *3»«|03«SM!8^»3»*tbS 5ffiI«att?fmUfe (®2) „ 

15 

EXAMPLE 5 

nor-1 %mfc v ¥<Dmm 

mmm&i&mm^mmmzm < nor-i (minor) (Dmm^m^m vxfem-r 

20 ^;^^-ttil©M(w^^ 5 Rrtete^S5v\ NOR-l (MINOR) ««3g±^rt§:^^-Cfc 

t> l -ttt a* £ ttttfi\ 0 sfe^ftuart i^ni; nor-i (minor) £r?£tttt 

25 M^HLfc, 

Mammalian Two Hybrid <0 9 y7s s r AS^rpiSfcag b> Hl3<£><fc5^ pBIND (D^fdNO 

r-i (minor) ^y^^F^-a^^iB^J^fc^S-a^ (0 4) S:fAt> nor-i^ga 

L4 <£> DNA in frame T?Il!-a-Lfc:* ^^|C*^8^$jt« Lfc 0 N0R- 

1 (MINOR) ©J§£>tt\ ffiiDt^T^ !)-(ffU) £ lift 9, <£9flH4fclN5fcfc:a£ 
30 V^AF H^fr&SfiSTCfcS - hti*&&£tl* Mammalian Hybrid v^^-M^l^T^ 

UK. y tf^ K^-a^i^o^^m^A/^ * y --^^-ete, nWUK©* ^^y 

y^y 7°±^#^-r S , y # x K© RTffitto & 5 if© «£ 5 J&JBiSH4^W4bfc 

t>SHt*Sjlffi§*L<i;36»o*:. NOR-1 (MINOR) ©^at^J-Sr pBIND tjfAUfcy?^^ 
35 Kfc GAL4 Sf-g-iM hSTfeofc/W^a^— t?V#— * — 7*7^^ KSrNIH3T3#BJiafc' 
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NOR-l (MINOR) T h t 0 -tt&/f i$5fc*8iftLtf> «t 5 * 6 J««fg/LJi Lfc^T^ 

Bb^'I^^XW 31 ~ CD^/^S^ prostaglandin V prostaglandin A 1% 15(R)-15-m 
ethyl prostaglandin A^ 16-phenoxy tetranor prostaglandin A 2% 17-phenyl trin 
10 or prostaglandin Aj^^P'O'f; >Wk*h^fcZfn*? J?*7l/\?l/\Z.^ NO 

R-i (minor) <Dmm£mtm&m&£ j ttz>fcH&ibz>zb&&mi,tc (ins. ^7~i 

3) o rcDJ; ?K^mM#h<Dm&Vta7mz£<>X, T^jV' — ~f -y Y t? NOR-l (M 
INOR) (D^rt y 13^ VRXf&S&V h*&m&1-%^.&Mfrtltc t t hK. prostag 
landin A 2N prostaglandin A, ^©-ffr^MfcdS £ ^(D^ROi^MW, N0R-1(MIN0R) 

15 ©i©4^y#>Fi: vT(D^mmm^~tt)mbfr\z.te^tc 0 
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-3 7- 




-3 8- 




-3 9- 
110 



o 




s 

° o 

CO 


o 




° o 

CO 


X 


X 


X 


X 


X 


X 


o 
o 

o . 

/ \ ^ 
0= \ 


O 

o v 


X 

O 

( T 

/ P 

0= \ 


15(R)-15-methyl 
Prostaglandin A 2 


1 

t cm 
5 < 

> J5 

1 O 

Set 


1 6-phenoxy 
tetranor 
Prostaglandin A 2 



-4 0- 




-4 1- 
tl2 



X 


X 


X 


X 


X 


° o 


X 


X 


X 


x_ 


X 


X 


X 

o 

o \ 

o 


X 

o \ 

0 \ 

\ \ X 

1 -° 


O 

o / 

a 


< 

> J2 

CD i3 


Prostaglandin J 2 


1* 

> co 

ii 

no co 

1 O 
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mi 3 
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EXAMPLE 6 

DBtiOI^Uc (BioByte Master File 2001 39,383^-8^ 2,198,646 confs 
1 it^m<D !J^f^i50~58 ^^fo 
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^1 4 



NH 




N F 



H 

135TRIAZINE2DIFLUOROMETHI04AMYLAMIN06ETHYLAMINO 



-NH 

\ 

N 



n 



// 



-NH 



^-N 

V 1 



135TRIAZINE2DIFLUOROMETHI04BUTYLAMIN06ETHYLAMINO 



H 

-N 



L T 



V 



135TRIAZINE2DIFLUOROMETHI04BUTYLAMIN06METHYLAMINO 




H M 



NH 

f 

V 

F 

1 35TRlAZINE2DlFLUOROMETHI04IPROPYLAMiN06BUTYLAMINO 



rrv 

HN^ 



1 35TRIAZINE2D1FLUOROMETHI04IPROPY1-AMIN06ETHYLAM1NO 



H 



H N .NH 

V 

F 

135TR1AZINE2DIFLUOROMETHI041PROPYLAMIN06PROPYLAMINO 



H 



r 

NH 



w 

N^N 

S^,F 
F 

135TRIAZINE2DIFLUOROMETHI04PROPYLAM1N06ETHYLAMINO 



mi 6 
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20XAZOUNE2AMIN0424D1METHYLPHENOXYMETHYL 




2THI05ET5AMYLB ARBITU RICACID 



S 




2THIQ5ET5HEXYLBARBITURICACID 




34DIETHOXYPHENYLCARBAMATEOPROPYL 



-4 9- 



mi 9 



NH, 

I ' 




4PECYLSEMICARBAZIDE 

HN — NH, 

°=< ' 



HN 




4D0DECYLSEMICARBAZIDE 




/ 

HN 
H 2 N 

4N0NANONEGUANYLHYDRAZ0NE 



-5 0- 



M20 




4UNDEC YLSEMICARBAZID E 



ACDMH 





BARBITU RICAC1D5AMYL5ETH YL 




B ARBITU RIC AC1D5HEPTYL5 ETHYL 



BARBITURICACID5HEXYL5ETHYL 




-5 1- 



2 1 




BARBITURICACID50CTYL5ETHYL 



CI. 




NH HN 




H H 



CHLOROGUANIDE 



HN 



NH 



H NH 



CI 



^0 L 



CHLORPROGUANIL 




DIETP ROTR1PTYUN ESALTAMOB ARBITAL 




DIMEPROTR1PTYUNESALTAMOBARBITAL 



-5 2- 



^2 2 



-r 

NH 

N — ^ 
S-<f \ 

HN — ^ 

DIMETHAMETRYN 


H 


^° 






T 

0 / 


/ 1 


DIPRPROTRIPTYUNESALTAMOBARBITAL 




NH ? f 

1 




HN-^J 




O 

DODECANOICACIDHYDRAZIDE 




NH 2 




N=<^ 












CI CI 

ETOPRINE 





-5 3- 



3 



OH 




N1 PCHLOROPHENYLN5BUTYLBIGUAN1DE 



-5 4- 



^24 



HN^ NH 




CI 



N1PCHL0R0PHENYLN5PR0PYLBIGUANIDE 



NH 




N34DIETHOXYPHENYLCARBAMATE1PENTEN3YLESTER 



O 



NH 



N34DIETHOXYPHENYLCARBAMATE4BUTYNYLESTER 



m2 5 




-5 6- 



t26 




PYRAZOLE3METHYL4NITR05NDECYLCARBOXAMIDO 




PYRIMIDINE24D1AMIN05PCHLOROBENZYL6PROPYL 




CI 

PYR1MIDINE24D1AMIN05PCHLOROPHENYL6IBUTYL 



-5 7- 



m2 7 




PYR1MIDINE24D1AMIN05PCHLOROPHENYL6PROPYL 



RILOPIROX 




SIMAZ1NE2CYCLOHEXYLAM1NEANALOG 




TETRABARBITAL 



-5 8- 




-5 9- 
M2 9 




UNDECANOICACIDHYDRAZIDE 



— NH 




HN 



\ 

123TRIAZOLE2METHYL4METHYLCARBAMOYL53METHYLGUANIDINO 



H 




1 2D1HYDROPYRAZOLONE4ETHYL5PHENYL 




12DIHYDROPYRAZOLONE4PROPYL5PHENYL 



-6 0- 
^3 0 



H M I 



< 

NH 



T 

NH 



1 35TRIAZINE246TRISETHYLAMINO 



1 

1 



H„N 



1 35TRIAZINE24DIAMIN06DIETHYLAM1NO 



\ — N 

f %j -NH 2 
— N 

) 




NH, 



1 NAPHTHALENEAMINE3METHOXY 



CK 'NH, 



/ N 

233DIMETHYL1 TR1AZ1NOBENZAM1DE 




NH 2 



24DIAMINQ6D1ETH YLAMINOPYRIMIDIN E3QXID E 



-6 1- 



m3 1 




NH, 



24DIMETHOXYAMPHETAMINE 




25DIMETHOXYAMPHETAMINE 



2ETH0XYBENZAMIDENETHYL 




NH 



2METHOXY4ETAMINQ6IPROPYLAMINOSTR1AZ1NE 



r 



2QH4IPROPYLAMIN06DIETAMINOSTRIAZINE 



-6 2- 



3 2 




34D1METHOXYPHENETHYLAMINE 




35BISTRIFLUOROMETHYLANIUNE 



N N — NH, 
N= 



3ETHYLTHI04AMIN06IPR124TRIAZINE50NE 




N N— NH, 



S 



3METHI04AMIN06IPR124TRIAZINE50NE 




N N — NH„ 



3METHI04AMIN06TBU1 24TRIAZINE50NE 



S — 



-6 3- 



3 




4METHOXY333D1METHYLTR1AZENOBENZAMIDE 




5FLUORONMETHYL2DEOXYCYTIDINE 



\ HO 



N 




N h 



OH 



6BISHOCH2MEAMIN024DIAZIRIDINYLTRIAZINE 




AAMIDOETHYLCINNAMATE 



CI 

ACETANIUDE2FLUOR03TRIFLUOROMETHYL5CHLORO 



-6 4- 



ms 4 




AMIFLAMINE 



H 

,NL ^NH 



r 



I N^N 



ATRAZINE 



NH 



O 

A 




NH 



BARBITURICACID5ETHYL53METHYLBUTEN2YL 




N / 



BENZAMIDE233DIETHYLTRIAZENYL 




BENZAMIDE23METHYL3ALLYLTRIAZENYL 



-6 5- 



5 



o 

HO % — NH 2 

-Q 

Br 

BENZAMIDE2HYDR0XY3METHYL5BR0M0 1 


0 




^y-NH 2 


r 






BENZAMIDEOBUTYLAMINO 






NH„ 


HO 


/ 2 














BENZENEETHANEAMINEAHYDROXY34DIMETHOXY 






^NH 




) 


o. 




BENZENEMETHANIM1NE24DIMETHOXYAPHENYL 




( 

BENZENEMETHANIM1NE35DIMETHYLAPHENYL 


3 

^^NH 



-6 6- 



^3 6 




BENZENEMETHAN0LAETHYLAAMID1N0 



Q-fo 

NH NH 2 




BENZENESULFONAMIDE2IBUTYROYLAMINO 




-NH, 



BENZENESULFONAMIDE2IBUTYROYLAMIN04CHLORO 




BENZENESULFONAMIDE2IBUTYROYLAMINQ4METHYL 




BENZQ1CACID2HYDROXYMETHYL3ETHOXY 



m3 7 




BENZOTRIAZOLE22BUTYRAM1DE 



BUTYLAMINE1 PTOLYL 




CI 

CYPRAZINE 




ETHANOL1 2DIPHENYL 



-6 8- 



t38 



ETHIOZIN 




ETHYLENEGLYCOL1 2BIS2PYRIDYL 



OH 




ETHYLENEGLYCOL1 2DIPHENYL 



r 



ETH YLEPHED RINE 




ETOSALAMIDE 



-6 9- 



m3 9 




FLOVERINE 




FURAN2CHOHCOFURYL 




IMIDAZOLE4ETHOXYCARBONYL533DIMETHYLTRIAZENYL 



H 2 N 




N 



N 

II 
N 



H 



IMIDAZOLE5CARBOXAMIDE43METHYL3PROPYNYLTRIAZENYL 



-7 0- 



4 0 





/ 

X NH 2 




o 




CI 


lPENTYL^MINEA4CHLOROPHENYL 




1 
1 


^^^^ 

r it 






i 

ISOLADOL 






0 






CI 


OH ^0 


LOSIGAMONE 










° 0 




CI 


MALONAMIDE24DICHLOROBENZAL 





m4 1 



o 




O — 

MALONAMIDE24DIMETHOXYBENZAL 



O 




MCHL0R0PHENYLGLYC1NEETHYLESTER 



MDL72145 




\ 



MDL72638 



-7 2- 



4 2 




O — 

METH0XAM1NE 




MMETHYLPHENYLGLYCINEETHYLESTER 



O 




NH 2 

N 1 PHENYLN 1 PMETHOXYB ENZQYLHYD RAZIN E 




NAPHTHALENE2AMIN04METHQXYCARBONYL 



-7 3- 

m4 3 



N 




NCYAN0233DIMETHYL1 TRIAZENOBENZAMIDE 




PHENANTHRIDINE6AMINO 



-7 4- 



^4 4 




PHENYLAPYRIDYLCARBINOL 




PHENYLGLYC1NEETHYLESTER 




PMETHOXYPHENYLGLYCINEETHYLESTER 




PMETHYLPHENYLGLYCINEETHYLESTER 



-7 5- 



^4 5 




PYRIMETHAMINE 



N 




OH 



II 

PYR1MIDINE24B1SD1METHYLAMINQ6HYDROXY5NITRO 




PYRIMIDINE2ALLYLAMIN046DIMETHYL 



fV NH 




PYRIM1D1NE2IBUTYLAMIN046DIMETHYL 




PYRIMIDINE2METHYL46BISMETHYLAMIN05NITRO 



f?4 6 




N 



PYRIMIDINE2SECBUTYLAM1NQ46DIMETHYL 




OH 



HN \ 



PYRIMIDINE45BISETHYLAMINQ6HYDROXY 



PYRIMIDIN E46 DIM ETH YL2PRO PYLAMIN O 



0^\ 



N- 




V 

\ 

PYRIMID1NE4AMINQ6METHYL5METHYLFORMAM1D02METHYLTHIO 





NH 



PYRIMIDINE4IBUTYL26DIMETHYL 



-7 7- 
^4 7 




NH 



PYRIMID1NE4SECBUTYLAMIN026DIMETHYL 



NH 



PYRIMIDINE4TBUTYLAMIN026D1METHYL 



H I 2 I 



,N. 




NH 



PYRIMIDINE5AMIN02METHYL46BISMETHYLAM1NO 



il 



H NH i 




NH 



N <^N 
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I1S0LEUCINENACETYLNMETHYLAMIN0AMIDE 


1 LEUCINEETHYLESTER 


LUPININE 


I METHAMINAZOLAMIDE 


1 METHYLBENZO ATE2SULF0N AMIDO 1 


1 MILSTEM 1 


IMISONIDAZOLEFLUORO J 


IMORPHOUNE325DIMETHOXYPHENYL 


I N2N2N4N4TETRAMETH YLMELAMINE 


IN2TBUTYLN1 BENZENESULFONYLUREA 


INAPHTHALENE1AMIN03CHL0R0 
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152.19261 


230.199861 
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179.21821 


164.01051 


198.2641 


209.224661 


264.220061 


166.17921 


254.32841 


252.7059I 


189.29721 


203.3241 
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177.20841 


179.22421 
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195.2416 


163.99081 


215.32781 


163.0061 


211.17381 


137.1841 


204.2712 


214.26941 


248.7145 


137.184 


IPENTAN01CACID2ACETYLAMIN0METHYLESTER ! 


1 PENTYLAMINEAPHENYL 1 


IPHENAMACIDE ! 


1 PHENOL2ETHYL5METH YL ! 


IPHENOL2METHOXY4ETHYL 1 


IPHEN0L3DIETH0XYPH0SPHINYL I 


PHENOL3ETHYL4METHYL I 


IPHENOL5ETHYL3METHYL j 


1 PHENYLALANINEMETHYLESTER 1 


1 PHEN YLBORONIC ACID246TRIMETHYL I 


1 PHENYLPTOLYLCARBINOL 


1 PHOSPHORICAMIDEDIBUTYLESTER 1 


IPHOSPHOROHYDRAZIDICACIDDIPHENYLESTER 


IPICOUNHYDROXAMICACID 1 


IPILOCARPICACIDETHYLESTER i 


[PROCYAZINE S 


IPROPYLAMINEN2HYDROXYPROPYLN2HYDROXYBUTYLI 


1 PR0PYLAMINENNBIS2H YDROXYBUTYL 


1 PTERIDINE4AMIN0 1 7DIHYDR01 6DIMETHYL70XO ! 


IPURINE6ETHYLAMIN02METHYL J 
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181.24 


123.1572 


172.61691 


158.5901 


186.6407 


179.2644 


179.2644 


154.17121 


124.1421 


193.2912 


167.2132 


137.184 


223.231 


172.6169 


158.5901 


184.2586 


172.6169 


186.6437 


172.6169 


186.6437 
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179.2644 


193.2912 


172.61691 


184.2586 


198.2824 
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PYRIMIDINE2AMIN026DIMETHOXY 


IPYRIMIDINE2AMIN046BISDIMETHYLAMINO 


IPYRIMIDINE2AMIN046DIMETHYL 


IPYRIMIDINE2AMIN04CHL0R06DIMETHYLAMIN0 1 


IPYRIMIDINE2AMIN04CHLOR06METHYLAMINO 


I PYRIMIDINE2BUTYL4CHLOR06H YDROXY 


IPYR1MIDINE2BUTYLAMIN046DIMETHYL 


IPYRIMIDINE2HEXYLAMIN0 


IPYRIMIDINE2HYDRAZIN04METHOXY6METHYL i 


IPYRIMIDINE2HYDROXY46DIMETHYL I 


IPYRIMIDINE2IPENTYLAMIN046DIMETHYL 


IPYRIMIDINE456TRISMETHYLAMINO 


I PYRIMIDINE46DIMETH YL2METH YLAMINO 


IPYRIMIDINE4ACETAMID05ETHOXYCARBONYL2METHYL 


IPYRIMIDINE4AMIN06CHLOR02DIMETHYLAMINO 


IPYRIMIDINE4AMIN06CHLOR02METHYLAMINO 


PYRIMIDINE4AMIN06METHYL5METHYLAMIN02METHYL 
THIO 


IPYRIMIDINE4CHLOR026BISMETHYLAMINO 


PYRIMIDINE4CHLOR02DIMETHYLAMIN06METHYLAMIN 
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PYRIMIDINE4CHLOR036DIHYDR06IMIN03METHYL2MET 
HYLAMINO 


PYR1MIDINE4CHLOR06DIMETHYLAMIN02METHYLAMIN 
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IPYRIMIDINE4DIETH0XYMETHYL6HYDR0XY ! 


(PYRIMIDINE4HYDR0XY26DIMETHYL 


IPYRIMIDINE4HYDR0XY2METH0XY6METHYL 


IPYRIMIDINE4IBUTYL26DIMETHYL 


IPYRIMIDINE4IPENTYLAMIN026DIMETHYL 


IPYRIMIDINE5AMIN02CHL0R04METHYL6METHYLAMIN0I 


PYRIMIDINE5AMIN02METHYL4METHYLAMIN06METHYL 
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IPYRIMIDINE5BUTYL4HYDR0XY6METHYLTHI0 


IPYRIMIDINE5CARBAMOYL46DIMETHYL2METHYLAMINO 
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IPYRIMIDINE5CARBAMOYL4METHYL2METHYLAMINO 
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1 SAMPIRTINE 1 


1 SECBUMETON \ 


1 SELAGINE 1 


ISIMAZINE2CYCL0BUTYLAMINEANAL0G ! 


1 SIMAZINE2CYCL0PR0PYLAMINEAN ALOG 


[SIMAZINE2CYCL0PR0PYLMETHYLAMINEANAL0G 


STRIAZINE2METHYL4METHYLAMIN06TRICHL0R0METH 
YL 


SYMTRIAZINE2DIETHYLAMIN04IPROPYLAMIN06METHO 
XY 


ITARTARICACIDDIETHYLESTER 


[TERBUMETON i 


TETRAHYDROPYRAN24DIONE31ETHOXYIMINOBUTYL66 
SPIR04METHYLCYCL0HEXYL 


ITHIAZOL054DPYRIMIDINE7AMIN05BUTYL i 


1 TIQUINAMIDE ! 


ITOLDIMFOS 


[TRIBUTYLTINHYDR0XIDE2 


ITRIMETHYLCITRATE 


ITYROSINEMETHYLESTER 


IUREA1ETHYL10ANISYL 


lUREAl PR0PYL1 MT0LYL 


IUREA1PR0PYL1 PHENYL 
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EX AMPLE 7 

LBD (LBD deletion mutant) £J:5fiH£{ET 

Mammalian Two Hybrid Utf— ? — jRfcSSV^ Nor l©LBDli^{I^ 
^^iirfcial^^^Abfcir^, prostaglandin A2 ^ £ Sijte^^te^rWJ 
5 (0 7) o Lfc^oT, prostaglandin A2 fi^^rtt^^^W^cDL 

EXAMPLE 8 

KTaT}a5PGAilff©No r 1 ^©^OmEPJ 

10 Mammalian Two Hybrid ^^*DV^T^ ib^&ofc, NorlC^fS 

PGA^HfrO y #V K^^tt^^ra-r^fcfe^, No r 1©GST-LBDI: 
IzBM^m&^MiVtCo ^7nTS5 l£ffll\ GST t (DitmMB^^ t , No 
r l^LBD^PGAl. PGA2 ^Ip'o'UTl/^^^^-^rtEx.^) vl b t^X^tc ®8) „ W/tf 
— ?—Xfe&<Dtefao fc^^X-f -f^- V Yn—7V\^m<D 13, 14-dihydro-15-keto-P 

1 5 GA2 "T?Ji LBD {df^ L&#>o fc 0 

EXAMPLE 9 

-g\ IL-5 ^ IL-4 fa if(D^4 r-#-f >mm.X^mt^ttc^, Nor KDMWfe&b 

25 tt^^ofc ^tuc^j-u temmzmmfttemmftmmxTtfh-^xzffimzit. 
mM^h'vmmmt Lxi%mm*h%^tfahmft&B£ftx\,^&wiw.cmo \m 

irZT^~xhm&%h^frm.cmo#Lfcx. «£ttK h—yxmWctz i- 

3^r^^si^ra^jt#^ifiL$f^^-eNo r l^mm^mm^ti^^ ttmbfr 

M&ofc (g5 9, H19) o ^T©t5 9(t t h^lL^fm^T^h— S^fNf 
30 Klo^-t^ir&fc&tD-efcSo 

S59 











Annex in V &§'I4*|HJI& (%) 






4.0 






2. 30 



-9 0- 



#L-CD30 tfifc 


i mm 


9. 20 


^TL-Fas tfiffc 




5. 20 


MM 




4. 50 


#C-CD30 


3 mm 


20. 00 


JjL-Fas jjLflS 




13. 80 


MM 




11. 70 


#l-cd30 


24 B#K 


63. 00 






31.20 



^Fas^-Cte, }tlCD30 V ELJfctm^teft bT h-^^r^^^M 

5 3?Jt¥) ft. 0^#m^«^fc5mi4.3DlO^CD3Ofei#:^abfct#^ 

mmzmmztut (mio, i d 0 

r<D, ^m^^#^^«^^^<SSS^> No r l(^mtB^li^%ilCT^51 
10 SrlU 1 2K?jk-t 0 

EXAMPLE 10 
yyl/7,*Sa^~y? (TG) ^ <£>#Ial 

t hNo r imfc^%T?^>Zfv^—?—X»mALtz.TG^VX<Dm&\Z-$.?hV 
15 tc (013) 0 ^(D^^^tt, ^m^#^(D^L^<, J§«, I«0#*§^H 
^$tbfc 0 !W«W^/>b, -e<£>$$fiki£TLT^fc 0 Nor l?rtLfc7WV 
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What is claimed is: 

( b ) «tit# <D&mmm n s tuts * * sc * ^ans^- <^^m v"*a- £ it 

2 . a^^m^/^Sr, cDNA (D PCR ^ J: o TSU^i- 5 „ ff^ 1 ^I2ft<£>$i 

4. NOR- l^^vv^ff^-^-rs^y j*^ i/^K*fcf^O^« 

15 5. (1) (2) &<£tf, mmt^m^rm (a) (b) m 

(1) TIE (a) Sfcfi (b) ^W5«^^y^^l/^K^mi-SlBJ^^ffi^ 
(a) NOR- l^^^^^^^^^-K-r^^y^^ W^Ko 

20 (b) N o R - 1 y/^ f ^ Kt 5 !) ^ ^ W K t7 fy y i^x 

> h ^^ftTtvN^ :/ y y^r x-rs # y * ^ Ftfcot, r h tr— 14 

(2) tuts (a) *fc« (b) ^te«^*°y^^ w^K^m^^^'j^-r^x 

25 @, 

7. (1) (2) ^^b^^TIE (a) (b) {cl 

(a) nor- is^y/^f^=i- K-rs^y^ V^Ko 
30 (b) nor- K-rs^y v^Ki:^ h y ^v?^ 
>-h^#T-e^-r^y^-rxi-5^y^^^^KT^oT, t 

(i) &&mmmm^wz&5--fz>Tm. &xxf 

35 (2) ^S)^O0^«^*3(t?>HUffi (a) titl\Z (b) fclfBg&©# y J* * 
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-g**, tula (a) t-tt:}* (b) miEfcoaKy** i'*7-v<D2m\"<fl'&±&is 

5 9. &<£>X@ (1) *5J:tf (2) «r-£tf> 

St & a - K-T 5 # V X * Ko^m £ 5 W1" 5 ^fe 

(l) NOR-lg»v^f^3- Ki-Site^ote^UWMR^fc^ * 

10 (2) iwa^— ^Hte^ojgttSras-rsxSx 

15 11. (1) ~ (3) Sr-^tp, TWl^^-'^il^^cOfcfeO^i'fb'^ 

y 

(1) NOR- lS^^^^S^te^^SrSHib^^rSXm 

(2) NOR-l^^^^Ii:«^ii:©mt«t5Ii 

(3) NOR-l^^y/^fir^f5jM?:I$lt5Ig 

20 12. ^(Olg (1) ~ (4) £-^tf\ TWV^-^S^mOfcfe©^M^ 

y -^y^'ts^o 

( i ) n o r - 1 &mfc ? >s< ? w * it \-m* i"** W(D y # > Yfe&mu t m^m 

(3) l!&fBV#-*-3t^©^&^5^3I5g 

(4) Huia«^«r^{t:$*5'fk-a^s:s^-rsx© 

l 3. iMio~i 2^VN-rn^lz:|B^o^^ y — ^y^feHiotiS^i 
i 4. ff3fc*i o~i 2<z>v^i*n*^S5«©^^ y-=y^iaot#5r £ 

35 JM. 



'I 

-9 3- 

v i/*s>x*hz>, m&m 1 5 ^mm<DT ^^-^mmmmm 0 

A 2 , Xn*^ X^^X A„ 16, /n^^^7^V 15(R)-1 

5 5-;^/V Xn^Xyyv^A,,, 16-7^/ ^ x h^//^ ^o^^^yy 

i/yA 2 , 17-7a:=/V MJ y/k Xn^Xy^v^V lS-x^v'-fvl^ 1 
2, H-Xn^X^y^ J 2 , joiU?8— TV Xn*^X^v^M>ibft5SI 
<£ «9 iliR£tL5, If 3fc^ l 6 {^WS^^r WI^-'l£^B^I£o 

18. NOR-l»©U^yK^ ill 4~5 8^^$tUfcV>-ftt^O^ 

10 mx&z>^ tm^i 5\zmm(DTu/^-^mmmm 0 

19. T WI^-ft^l^T b 5 , ft^il 13-18 <D\,^TtLfa 

20. Tie© (a) £fcte (b) {z.mm<Dtfv \?<D&mmmm^tetfz> 
mm&&&i&T£^t£ y^^^s^-v?^ hmmmmfrhtzzT wi^- 

15 ^S^e^/Hi^o 

(a) NOR- K-TS^y l/^Fo 

(b) NOR-i§»y/NVI^^-Kt5#^^WK^ h y ^v^y 

21. hT^^^^^^^uj^^^ / ytrv Ywmxh^mm.2. o^iam^^ 

2 2. il»lt5NOR- lS^^^^«^»$it5^i^#miri-5. 

25 2 3. ff^JSl 0~1 2©v^tt^^fS«o^^ !)^y»|ij:ot#5 

£ fete p y Xp ^ * ^7 ^ v 5 ^ , 

2 4 . Mmmwmmxhz>, 2 2 3 ^ib«cot*° h~ 
30 25. m&mi 0^1 2(D^Ttifr\ztm<Dx? v-~>7'jymz£^xmz>^t 

fcXZZ \Y&m Iztctei/fxi'OT-; ^flf 3£ £r ^-f 5^P^^^7yy> Sr-a" 

2 6. NOR- l^#:coy^V F^^^i: bT ^-W-T^T^ b-^f|^J 0 
2 7. NOR-lg»U^yF^ ^o^yf; ^«3££W-r5Xn**X 

35 7yy>tfc5, if ^2 6 ^te^or^ h-xy^^#^j 0 
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16, fvW ^n^^^y^v^^V 15(R)-15-.* ^/W ^n;*^ 
5 -/]/ J >v zfxiT.Ztfy >-i?^ A 2 , lb-f^iy-'f/U^ 12, ^. ^ 

2 9. NOR-lf^©y^K^ ^1 4~5 8\zmM£tlfc\<^-ftlfr(Dfc& 
10 3 0. Bm^C D 3 0 gW<D V Xls K£ra tf , N O R - 1 3t^H8SR3M!lo 
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ABSTRACT 

R-l (MINOR) mfc^&mfeir 5rt KlJifcSb Lfco ^PJ!# ^ te, £T Wl^— 



